Cell lysis, protein extraction, newly synthesized protein enrichment and digestion. The cell pellets were washed in ice-cold PBS twice, suspended in ice-cold RIPA buffer containing 100 mM 4-(2-hydroxyethyl)-1-piperazineethanesulfonic acid (HEPES), pH=7.9, 150 mM NaCl, 0.5 % sodium dodecyl sulfate (SDS), benzonase (1 U/mL), and protease inhibitor mixture (Roche Diagnostics) and the suspension was incubated with shaking for 1 hour at 4 °C. After complete solubilization of nuclei and digestion of genomic DNA, the lysate was centrifuged at 25,000 g for 20 minutes. The supernatant was collected and newly synthesized proteins were enriched through incubation with DBCO derivatized beads at 4 °C overnight. The next day non-enriched proteins were removed from the magnetic beads by sequential washes: 10 washes with the same volume (100 µL) of RIPA buffer containing 2.5 % SDS and 2.5 % sodium deoxycholate (SDC), followed by another 10 washes with the same volume (100 µL) of 100 mM HEPES buffer The six labeled peptide samples were combined and desalted again using a tC18 Sep-Pak cartridge. Then peptides were fractionated using high-pH reversed phase high performance liquid chromatography (HPLC) (pH=10). The sample was separated into 20 fractions using a 4.6 × 250 mm 5μm particle reversed phase column (Waters) with a 40 minute gradient of 5-30% acetonitrile (ACN) containing 25 mM ammonium acetate. The TMT labeled fractionated peptide samples were dried and then dissolved in a solvent containing 5% ACN and 4% formic acid (FA), and 4 μL was loaded onto a microcapillary column packed with C18 beads (Magic Database searching, data filtering, and quantification. The raw files recorded by MS were converted into mzXML format. Precursors for MS/MS fragmentation were checked for incorrect monoisotopic peak assignments while refining precursor ion mass measurements 2 . All MS/MS spectra were then searched using the SEQUEST algorithm (version 28) 3 The target-decoy method was employed to evaluate and further control FDRs of peptide identification 4, 5 . Linear discriminant analysis (LDA) was utilized to distinguish correct and incorrect peptide identifications using numerous parameters such as XCorr, ΔCn, and precursor mass error 2, 6, 7 . This approach has been used in previous work [8] [9] [10] [11] . After scoring, peptides less than six amino acids in length were discarded and peptide spectral matches were filtered to a less than 1% FDR based on the number of decoy sequences in the final data set.
The TMT reporter ion intensities in the tandem mass spectra were employed to quantify confidently identified peptides. The isotopic information provided by the company (Thermo) was used to calibrate the measured intensities. The median intensity ratio for each unique peptide in each channel was obtained, and eventually the median value of all unique peptides for each corresponding protein was calculated as the protein ratio.
Bioinformatic analysis. Protein annotations were extracted from the UniProt database (http://www.uniprot.org/), and transcription factors were based on literature 12 . Protein function annotations were obtained using DAVID (http://david.abcc.ncifcrf.gov/home.jsp) 13 and the Protein ANalysis THrough Evolutionary Relationships (PANTHER) classification system 14, 15 .
